o 

o iv 



o 



H 2 N- 



Drug 



o s 



Drug 



Fig. 2A 




o 
u 

O 



S — R'" + S 



+ C0 2 + H 2 N- 



Drug 



Fig = 2E 




Fig. 3 A 




Fig. 4 




o 



a XV ° 



Fig. 5 



o 

H 3SC 17 ^0- 



C17H35 IV 




o 

H 35 C 17 ^0- 

C 17 H 35 



OH 



O 



1. CCI 2 0, toluene 



2. Mitomycin C (XVII), 
DMAP, DMF 



A °v , N H 2 



XVIII 0 



Fig. 6A 



o s 
XVII 



o 




0 \^C 17 H 35 



x s-s. 



o 

O^C 17 H 35 



0 ^^ C 17H 35 
O 



Fig. 6B 




II 




Fig. 8 



o 



O H 3CO 

«AoT s/S tto Y N 

/. D XVIII 




Fig. 9A 



o 

H 2 N^O 
o H 3CO 

Ci5H 31 

Fig. 9B 



o 

Cl5H31 




Fig. 9C 



0 
0.5 

Sample < 
incubation 
time 2 
(hours) 4 
24 



Conjugate 



Free 
mitomycin C 



-AA 

JvA 

-fw 

jvs 




Time 



Fig- 10A 




Fig- 10B 



100 



Free 60 
mitomycin C 
(%) 40 




Incubation time (hoars) 

Fig. 12A 



Free 
mitomycin C 
(%) 



100 




80 




60 




40 




20 


"P 


0( 






0 



-•— With Choi. 150nM Cyst 
-O- • With Choi. 1.5 mM Cyst. 



j i — i— i — i — i — i 



■ ■ i i_ 



i i i i i ' 



6 8 10 12 14 16 18 20 22 24 
Incubation time (hours) 



Fig. 12B 



120 



-O — Liposomes with chol. 




100,000 



Mitomycin C concentration (nM) 



Fig. 13 



-A MMC 

-O— Liposomal MMC 

— MMC + Cys. l,000uM 
-O-- Liposomal MMC + Cys. 150 |aM 




10 100 1,000 10,000 100,000 

Mitomycin C concentration (nM) 



Fig. 14A 




MMC 

Liposomal MMC 
MMC + Cys. 1,000 nM 
O-- liposomal MMC + Cys. lSO^M 
liposomal MMC + Cys. 500 jiM 
-D— - Liposomal MMC + Cys. l,000|iM 




100 1,000 10,000 

Mitomycin C concentration (nM) 



100,000 



Fig. 14B 



400 



300 



Increase in 
cytotoxicity 

(%) 



200 



100 



""• — Liposomes with chol. 

- Liposomes with no chol. 
"■ — Free mitomycin C 




250 500 750 

Cysteine concentration (^M) 



1,000 



Fig. 15 




0.1 I i 1 1 1 ! 1 1 1 1 — 

0 10 20 30 40 50 60 70 80 90 100 

Time post-injection (hours) 



Fig* 16A 




Time post-injection (hours) 



Fig. 16B 



